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I SiJSS.SSS "^^^ MODULATORS AND M SUBUNIT CALCIUM 

<^ coding to the present invendon. ot,5 ^^^^^Z.l^ZmZ^T^'^'^T^^r.T'"^ modulatory effects to treat pain. Ac 
fused bicyclic or tricyclic aaun;rcid aJo^SaSn Td ^'no ' "'^'"^^ P-gabalin), 

ulatory effects include antimuscarinics. P3 fc S2ts sZ^^LTc ' ZT^^^"' ^"""^'''''^^ smooth muscle mod- 

antagonists, and nitric oxide donore ^ ' "'^'""'yt'"' neurokinm receptor antagonists, bradykinin receptor 
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AMENDED CLAIMS 

(Received by the International Bureau on 11 November 2004 (11.11.04)- 
original claims 1-38 replaced by amended claims 1-33] * 

Wh^ is clainied is: 

1 . A methotl for treating pain, which comprises ftdministering to an 
5 in4ividual in need thereof n therapeutically effective amoimt ofan q&5 subunit 

calcium channel motUilator in combination with a smooth muscle modulator, wlieroin 
said smooth muscle modulator is selected from the group consisting of an 
antimuscarinic. a p3 adrenergic agonist, and a bradykJnin receptor anlagonist. 

' " -• '•''^^ msihod ofclaim I, wherein said onS subunit calcium channel 

modulator is a OABA anaiog. 

3. The method of claim 2. wherein isaid GABA analog {s selected from 
the group consisting of: 

a. gabapentin or a pharmaceutically acceptable salt, onantiomcr, analog, 
ester, amide, prodrug, metabolite, or derivative thereof; and 

b. pregabalin or a pharmaceuiically acceptable sail, enantionier. analog, 
osier, amide, proOnig, metabolite, or derivative thereof. 
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4. The method ofclaim 1 . wherein said smooth muscle modulator is an 
antimuscarinic 



5. The method of claim 4, wherein said antimwscarinic is selected from 
the group consisting of: 

a. oxyhutynin or an acid. salt, enantiomcr. analog, ester, amide, prodrug, 
active melabolile, or derivative tliereof; 

b. tolterodinc or an acid, salt, enanliomer. analog, esler. amide, prodrug, 
active metabolito, or derivative thereof; 

c. prapivcrine or an acid. salt, enanliomer. analog, ester, amide, prodrug, 
active metabol ito. or derivative thereo f; and 

d. soUfenacin monohydrocbloride or an acid. salt, enanliomer. analog, 
ester, amide, prodrug, active metabolite, or derivative thereof. 
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6, The method of claim 1 , wherein said c^S subunit calcium channel 
modulator is g^apeniin or a phanmceuiically acceptable aalt, enanliomer. analog, 
ester, amide, prodrug, metabolite, or derivative thereof, and wherein said 
antimpscarinic Is oxyb„tynin or a pharmacentically acceptable salt, enanliomer. 
analog, ester, amide, prodrug, metabolite, or derivative thereof. 
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7. Tlie method of claim 1. wherein said pain is neuropathic pain, 
nociceptive pain, or chronic pelvic pain. 



8. 



The method of claim I. wherein said pain is associated witl, imersiiiial 
cystitis, prostatitis, prostadynia. vulvar vestibulitis, vulvodynia. functional abdominal 
pain disorder, functional dyspepsia, or irritable bowel disorder. 

15 9. Tlie method of claim 1. wherein said ofefi subunit calcium channel 

modulator and said smooth muscle modulator are administered orally, iransmucosally 
sublingually, buceally. intranasally. iransurethmlly. rectally, by inhalation, topically. ' 
transdermally. parontorally, inlraihecally, vaginally, or peri vaginally. 

20 10. Tlie method of claim I. wherein at least one detrimental side cITeci 

associated with single administration of said a,8 subunit calcium channel modulator 
or smgle administration of said smooth muscle modulator is lessened. 
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1 1. Tlie method of claim 1 wherein said oijd subunit calcium channel 
modulator and said smooth muscle modulator are contained within a single 
phamiBoeutical formulation. 



12. The method of claim 1, wherein said £^5 subunit calcium channel 
modulator and said smooth muscle modulator are contained within separate 

30 pharmaceutical fomiuladons. 

13. The method of claim 12, wherein said oi^d subunit calcium channel 
modulator and said smooth muscle modulator are administered concurrently. 
Replacement Page 
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14. The method of claim 12. wherein said subunit calcium channel 
modiilalor and said smooth muscle modulator arc administered sequentially. 

5 ] 5. A pharmaceutical composition comprising an osjo subunit calcium 

channel modulator in combination with a smooth muscle modulator, wherein said 
smooth musclo modulator is selected fmm the gn,„p consisting of an antimuscarinic, 
a P3 adrenergic agonist, and a bradyklnin tecoptor antagonist, and wherein said 
subunit calcium channel modulator and said smooth muscle modulator are in amounts 
1 0 sufficient to treat pain. 

16. The pharmaceutical composition of claim 15. wherein said subunit 
calcium channel modulator is selected from the group consisting of: 

a. gabapenlin or a pharmaceuticaUy acceptable salt, onantiomcr, analog, 
1 5 ester, amide, prodrug, metabolite, or derivative thereof; and 

h. pregabalin or a pharmaceutioally acceptable salt, cnantiomer, analog, 
ester, amide, prodrug, metabolite, or derivative thereof. 
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1 7. The pharmaceutical composition ofclaim 1 5. wherein said smooth 
muscle modulator is an antimuscarinic. 



1 8. The pharmaceutical composition ofclaim 17, whcroin said 
antimuscarinic is selected from the group consisting of: 

a. oxybutynin or an acid. salt, enaniiomer. analog, ester, amide, pmdrug. 
25 active metabolite, or derivative thereof; 

b. toltcrodine or an acid, salt, enaniiomer, analog, esler. amide, pixnlnig, 
active metabolite, or derivative thereof; 

c. propiverine or an acid. salt, enantiomer, analog, ester, amide, pmdrug. 
aciive metabolite, or derivative thereof; and 

30 d. solifenacin monohydrochloridc or an acid. salt, onamiomor. analog, 

ester, amide, prodrug, active metabolite, or derivative thoroof. 
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19. A phamiaceuticaJ composition comprising gabapentin or a 
Pharmacemically acceptable salt, enaniiomer, analog, ester, amide, pnidrug. 
metabolite, or derivaiive thereof, in combination will, oxybutynin or a 
pharmaceutically acceptable salt, enunliomer. analog, ester, amide, prodmg, 
5 metabolite, or derivative thereof, wherein said gabapentin and said oxybutynin are in 
amounts sufKciont to treat pain. 
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20. The pharmaceutical composition ofclaim 19 whei^n said gabapont 
IS present in an amount from about SO mgto about 2400 mg, and wherein said 

10 oxybutynin is present in an amount equal to or less ihan about 5 mg. 

21. The phai-maceutical composition ofclaim 20 wherein said gabapentin 
is in an amount of about 200 mg. 

IS 22. The phamiaceutical composition ofclaim 20 wherein said oxybutynin 

IS m an amount of about 2.5 mg. 
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23. The pharmaceutical composition ofclaim 20 wherein said second 
component is In an amount of about 1.25 mg. 

24. A pharmaceutical composition comprising pregabalin or a 
Pharmaceutically acceptable sail, enantiomer. analo«, ester, amide, prodrue. 
metabolite, or derivative thereof, in combination with oxybutynin or a 
Pharmaccutically acceptable salt, enantiomer, analog, esier. amide, prodmg 
metabolite, or derivative thereof, wherein said pregabalin and said oxybutynin ar^ in 
amounts sufficlom to treat pain. 

25. A pharmaceutical composition for the treatment of pain, comprising 
gabapentin or a pharmaccullcally acceptable salt, enantiomer. analog, ester, amide 
prodrug, meiaboliie. or derivative thereof, in combination with oxybutynin or a 
pharmaccutically acceptable sail, enantiomer, analog, ester, amido. prodrug 
membolite. or derivaHve thereof, wherein said gabapentin and said oxybutynin arc 
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prescntm aratic from about 1:1 lo abouc800:l or from abom l;I to about 1.800 
respectively, based on a fraction of their respective EDs„ values. 

26. A combination for the treatment of pain, comprising gabapenlin or a 
5 phamiacauncajly acceptable salt, onamiomer. analog, ester, amide, prodmg 
metabolite, or derivative thereof, in combination with OKybulynm or a 
Pharmacoutically acceptable salt, enantiomer. analog, ester, amide, pmdrug 
metabolite, or derivative thereof, wherein said gabapcntin and aaid oxybutyi,in a,^ in 

awe,ghtAveigl,tr.tiooffrom 1:1 to aboutfiOO.-l or fhm, about!:, to about 1800 

J 0 respectively. ' 



A paclcaged kit for a patient to use in the t«atmen. of pain, comprising: 



27. 

a. an o^a subunit calcium channel modulator and a smooth muscle 
modulator; 

15 b. 
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b. a container housing said subunii calcium channel modulator and 
said smooth muscle modulaton and 

c. insuoiclions for carrying out drug administmtion of said subunit 
calcium channel modulator and said smooth m.sclo modulator in a manner effective 
to treat pafn; 

wherein said smooth muscle modulator is selected from the group consisting of an 
antimuscarinic. a P3 adrenergic agonist, and a bradylcinin receptor antagonist. 

f'-. y''^P^''«e^^'^'^°^^'^'"^27whereinsaida,6s«bunitealciumchanncl 
modulator is selected fhom the group consisting of: 

«. eabapentin or a pharmaceuiically acceptable salt, enantiomer, analog, 
ester, am.de, prodrug, metabolite, or derivative thereof; and 

b. prcgabalin or a phamiaceutically acceptable salt, enantiomer. analog 
ester, amide, prodrug, metabolite, or derivative thereof. 

30 29. Tho packaged kit of claim 27 wherein said antimuscarinic is selected 

from the group consisting of: 

a. oxybutynin or an acid, salt, enantiomer. analog, ester, amide, pmdmg, 
active metabolite, or derivative thereof; 
Replacement Page 
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b. tolterodino or an acid, salt, enantiomer. analog, esier. amide, prodrug, 
active metabolite, or derivative thereof; 

c. propiverine or an acid. salt, enantiome,-. analog, estor. amide, predmg, 
active mciaboliie, or derivative thereof; and 

d. sollfenacin monohydrochloride or an acid, salt, enaiiriomer, analog, 
ester, amide, prodrug, active raeiaboljte. or derivative thereof. 

30. The packaged kit oFclaim 27 wherein said 05,5 aubunil calcium channel 
modulator Is gabapentin or a phannacemically acceptable salt, enantiomer. analog 
ester, amide, prodrug, metaboliie. or derivative thereof, and wherein said 
antimuscarinlo is oxybutynin or a phannaceulically acceptable salt, enantiomer. 
analog, esler. amide, prodrug, metabolite, or derivative thereof. 

31 . The packaged kit of claim 30. wherein said gabapentin and said 
1 5 oxybutynin are contained in a single pharmaceuiical formulation. 

32. The packaged kit ofclaim 30 wherein said gabapeniin and said 
oxybutynin are contained in separate pharmaceutical fonnulatlons. 

20 33. The paokagod kit ^fclaiin 33 wherein .aid fn3tr«olioi.= inoludo 

directions for carrying out drug administration of said gabapentin and said oxybutynin 
sequential ly or conciirnsntly. 
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